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In order to address the role of SIRT1 in the food preference regulation, we
either over-expressed or knocked-out SIRT1 in all neurons by crossing Tau-Cre mice with either
Rosa26-Sirtl mice or Sirtl-flox mice, and measured their food preference. SIRT1 overexpression
increased preference for high-fat diet, whereas SIRT1 knock-out increased preference for
high-sucrose diet. Expression analysis of hypothalamus of these mice revealed that SIRT1
overexpression suppressed the expression of tyrosine hydroxylase (Th) and increased the expression
of oxytocin (Oxt). Next, we either overexpressed or knocked-down SIRT1 in hypothalamic cells and
checked the effect on the expressions of Th and Oxt. We found that SIRT1 regulates the expression of

these genes accordingly. Dopamine system promotes preference for fat, whereas Oxt suppresses
preference for carbohydrate. Therefore, the neuronal SIRT1 may regulate food preference through the
modulation of dopamine and Oxt system.
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